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File** 22 th December $000 \V : "[' • . : ' ]: : 

,Fot:f Nov&i uses of :gu0lipid:{his cognitive 

Bfihancer; anti-hypergtycemic arh' for dermal US' ; = I 

[cdhditions ■ ' i .!'■". : ' . : ■ 




Washington; D.C. 20231; . y <l : :-\ '.• fS: N'^ 0 ! / ; 

- : Pedaratibn!^nder3^ " 

I, Ram Pratap age 50, residjfhg at Central ; ^ 

Lucknow, INDIA, and a citizen o| India,: do hereby s^e ais tinder. 

I ani ;a Scientist atCentml prug^Rese^ |Nd»iA; 
I graduated in theyear/1972 from Ba'naras Hindu :U-hjy^rly ;. : V& ftinaw < l-nbia)v f 
completed my Master's Degree: in 1974 B,HAJ., INDIA in the. year 1974 
Subsequently; I completed: my. doctoral degree in 1976,; Chemistry: from 3! H.U. 
After completing my doctoral ddg[ree,. I took up my firist Assignment ,'sis post- . 
doctoral scientist with the BYU, USA, 1978 in Chemistty After. that; l : -joined: the 
Cenfral Drug Research Institute, ^ucknbw, a constituent'^ thei Council 

of Scientific and Industrial Resekrch, India, where/i kri pontiriuing "tq noW work 
on Lipid lowering agent for the j last 25 years.. Presently, I a'm working: as the 
Scientist E-ll of this institute (sinci 1983)1 . [■ 
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Ope o{ the projects undertake Luckhovy.^NE)^ is "Use* of Gugulipti 

, £& cdgnjtion enhancer V antibyp^ fycemic and ior..<$effial conditions'!; Thi$. 
project was . undertaken in the year 1999. The ;sdfent[sts;.;^ in 'the Study . 
were myself,. Raghwendra. Pal/ Satya^an Singh, JoEirJ&'fJ^ 
Nath, Hemant Kumar Sirigh. .Deepak IRaiha, ArWlrid? ^jnar ' Sri vastava , Antlv 
Kumar. F=testogli P;S.R.Murthy, Sudhih Srtvastkyai . Or^jkar :Pfe^d : A&tharaf . 
Narendra Singh and Nitya AnancJ., !;am the main scientist (ptt>je.6t leader) inthis 
study.j \ am aware of US patent application No. 09f7A2&24 filed: in respect of 
this' project l am also aware and famtliar with alt the officii actions, objections of 
the , Examiner and the references' cfted by the; Examiner therefore^ J: am 
completely and fulJy aware of all the facts relating, to this; prdjedt jas vyell as the 
present patent application. . ... . ; ; . ^ . ' 

It is very necessary to understand :the nature = of "arry ; disease before ariy: : ; 
medication can be invented, deveiopfed or evolved fbrijiti in. this re'spect, w4 : 
submit that Cognitive dysfunction is a state! during; w'Nqfo V'th&ria is a : 
memory loss, distractibility and difficulty is mSultit^^ihd'^ irv fad- cognitjv^; 
dysfunction in common terms refers to mental inda|pabHif^s wherein -9 person's 1 
skills (ike to pay attention, communication \ remembranfeeii organizing- bneSeti, ; 
learning, planning, understanding .are . very dram^tic^y Jatf acted 'and; impaired 
Any otthe above-mentioned conditions can be either sKbft lived; or prolonged/, 
depending upon the health and age: of the individuals &nd nature oi disease,.; 
Further, when we discuss about- memory loss, we mean' Amnesia. : Amnesia can 
be symptom of many neurodegenerative prc^erns, Thus, Amnesia can 
either be short lived or prolonged and again depends upon the heart and 
age of the individual, and nature of disease.; The neurodegenerative 
problems may arise due to many dysfunctions lik£ injury; ^hysiolqgrcai stress or 
strain, age, gerieticai abnormality,, chemically^ induced physiological and 
biochemical changes and cancer. It is very important' fuiNfter to Understand' that: 
Alzheimer's disease (hereafter referred : as -MSl- is ; very : specific 
neurodegenerative disorder, which is age dependent. AD, isia disuse which 
is associated with impaired ability tip. calculate, yi^uosaptiai skills and : iideomotor 
apraxra. We have now very explicitly defined the : ^ar^crte'ristics. features of the 
various conditions of cognitive dysfunction as discussedfo the present rinven'tionj. 
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Weij alisb ^wish: to . further N^ight^ im^icatton /fci^ prevetiMng; : 

.eogVuftyj^ cannot bfe taken, in isolation:: and does .hot . fiaive any 

dependienejy . upon pnJy <6n& kin^ ^ diseases Q^^eets©; cQ^tion. tfie 
pharmaceutical compound, igugulipicl our jnventic^Jis^ 
of Corn&iiphdra wtghtiL : ! : 

this fraction is guguUpid.4nd ! corm$ise?s.of Ceroids I ^ ugg ul«terp{-i r -II and r 
ML these ingredients of gugulipid mayiproduce.in the/bfasystem pregnenolone, 
which already is reported ais cdghitfoit enhandhg, activity and is subject of pur 
claims useful in preventing bognftive^y^ 

The flowchart clearly ; demonstrates ;tfcajt the Chemical isolate:, gwgulipid' -isr^a 
product; of neutral fraction. Thiis ingredient is Useful sin preventing 1 cognitive, 
dysfunction i.e. a condition thatican ba experienced foy 4h individual '^f ^ny a&e. 
and: includes people suffering fforn Alzheimer's idiseaste,. Schizophrenia, 
Amnesia, dementia, etc.. It is very: necessary to dfeydiop drug therapy for a 
disease b&sed on the. widely accepted pathology of 4hat disease, T^e present 
invention was developed on this ^approach; In b!rfef; ; the approach of the 
investigators success lies with a formation of v*ide-r^ngfng charafei&hstics a,nd 
highly effective against, cognitive d^:function$, tt isnc^^mere chanc^discoyery, 
which leads to such conclusions. The ; investigationis;am i(?ased on;thQroughly 
analysed f aits. 

We hay6 recognized the Examiriefe; ^ and we hky$ 

addressed: this objection to. the obviousness earttet "jVetwe submit that there is 
no inspiration or clue from the: prior 1 iart document;(0 %eek support, and is a 
continuation of our own earlier studies, As dawned learlier, we hadf observed 
marked hy|rolipidemic;actiyfty in.gu^li^d; which w^s 1 ^ 
the presence , pregnadjonones, : such;; as gugulsterort^Z^E. Thesk structures 
were an entirely ne ( vy chemqtype for hypolipidemic activity.- Aftjer having 
demonstrated the clinical efficapy of gugulipid for h^pertipidemra, (Ref: J. Assoc 
Physicians India 37, 323(.T989))we. naturally turned o^r 'attentioh to: studying the 
mode of abtion of gugulipid; and found that gugulipid had antioxidant activity and 
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also b^iJsed irihlbmoh ch^ .. 
(Ret; Gtiggulsterone, a potent hy^ofipidferrii^ jp revente o*jdairon : of ^ iay^i density : 
lipoproteins, K.Singh, R;Chahd£r and ti.K.Kapbor, Phytotherapy Rese^(Vh^l\ t 
291 (1:097))] . These studte^: specially .antioxidant atltiytty focused our^ttenttgn >. 
on other possible associated :u^ful clinical activities related 1 to arttioxidanf--:: i 
agtMtyvbne such area was the deficit in cognition, wfiibh is;ta,a large extern due 
td the: tpsult .of degenerative events in the central neiibu«isystefn. resulting: from 
oxidative. Stress,,, and couFd be treated by antioxidants. Testing in this, area was 
thus an 1 extension of our own study and not inspired tty Shy one else's work fh . : 
this area. Rather it is other way around as Majeed ^et'-al/ '^ave. : ^ken }ead;frdm= .: 
the CORf work, which, they have" quoted In the pnor "irt.of;-' Patent- no -US 
6,436,901 B1, paragraph startfrig^at-lirie no 40 of first p^. u lri:the 196d's-the: 
oleogum resin (gum guggui) wai studied; fo^ its p<rte.nti^. in tiie treaitiinent of ' ; 
elevated blood cholesterol or hypBttipidemia, this, research originated f rbm: the 
CoilSge of Medical Sciences of Bariaras Hlhdu University and . 

was continued into the t&JO's aUhe: Central Drug Ftes^arch tastituiW (CtJRI) 
at Lucknow, India. Based on ; the stkicture functfoniiandysis of gum gugggl, it 
was determined that the soluble' portion of the : §um :is ethyl acetate, : aind . 
specifically its neutral portion, contained most of thfe hypolipidemic properties. 
The neutral fraction was. found tq.be a source of sterol :compd.unds known. as 
gugijuisterone Z and E. : (pregnane derivatives) and .responsible: for idw^rihg of 
PJood fCholesterol. Subsequently, the preparation 1 of gtjrfi guggui used by the 
CDRI in clinical studies consisted of a solid: extrad; :&t^ndardi?ed to Contain a 
minimum of 2,5% of guggulsterones. E : arid Z (Iri^ian.^hariiiacopea^ 1988. 
Satyavati, 1991)". ' ■<; • 

The stimulation of plasma LGAT, h^atfc. lipases,, rec^ptdt rinedikted c?ataboJism 
of LDL and increased; -faedaKbije^ 

hepatid .cholesteror bkjisynthfesis: ^rei the mechan^ :" 
lowering effect of gugulipfd [s« Mityanartad and NX K^podr,: JhdVj. Exp^&bh 1 1 ; 
395 (1 973); N.K. Kapbor and s; Nity^hand, Ind. J. heanfjei.Siipp-:} 22 (1988)], : 
If each document is looked distinctly It is: pbserved; .that J the compounds, have : : 
different approach (our findings are; on the -presence .' : df gugguisterbl Kit <&IH 
antioxidant lignan and whereas Majeedfs finding are based on ferulic aoid ester. 
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1 ntracereb rbS/entriculaf ,< L c,v. ) ietdmfwi^iitioh of; pregnlefoplbiiel |and. ; prpqifenoione : 
sulfate, leads to an amelioration in various memory: isisk =tfrt- : «5<|je nt^-T^l 5 ^"^ '"^ • : p: < : 
Mdrtey, J. R, and Robert, E;,i tyem^ df- 
pregnenolone and of steroids m&t^b^ically detw^frpfett^ Natl. Acad.. Sci. : 
USA; 89; 11567 (1992)]; These merr^ry-enhahci^ef^s rfifght be attributed to 
the N-methyl-D-aspartate (NMDA>:ant^gonistic ^pr^Hles |: of pregnenolone* 
sulfate since NMDA agonists have been shown to impair cognitive functions m 
rodents [Bowlby, M. R., Pregnenolone sulfate pPteritiation of N^metoyirD- 
aspartate receptor channels in hipppcampaf neuronal Mol..- Pharmacol > 43. 813 
(1993)]. ;As already . stated, cholesterol is the precursor of neurosterbid 
pregnenolone. These findings , prompted us to - eipl^ memory : enhancing, 
properties of gugulipid because pi Similarity ampng ; i biogenic: precursor of 
pregnenolone (1) and. steroids present-in Gugulipid &uoh as/gugguisterol- I (2),' 
guggulsterol- II (3) and guggulsterpMlf (4) (Fig-i). (V; p. Patil, U,R,Nayak:and : 
Sukh Dev: Chemistry of Ayurvedic Crude Drugs '-\ ^Tetrahedron 28! 234!' 
(1972)}. It strongly suggests that the ahtidementra activity of present invention 
may. be; limited to cholesterol pregnalon hypotheses ;iand other constituents,; 
which are not involved in cholesterol pregnalon Hypothesis :^uch as ferulic acid; 
may not be involved in a ntidementia activity of this invention. They both are 
individual patents with no interlinks.- and motivation. The present invention is 
more far reaching and impact creating in pharmaceutica.^industry.. 

Majeed et al. conducted the study,. -which is limited to ppfy.cell proliferation and 
anti-oxtdant activities. These activities have correlation | .with abnormal celt growth 
(neoplasia) and inflammation, respectively. The roil e spf. abnormal cell growth in a 
neurodegenerative disorder like Alzheimer's disease'haS not -.been suggested, it 
is not appropriate to correlate two- diverse phenomena —cell proliferation #nd 
degeneration to Alzheimer when it is regarded as neurodegenerative disease. 
Production of amyloid, protein is not a cell. proliferation process- but on contrary it 
is being linKed to neuronal degeneration. As far as jnftammation is concerned, 
its role in Alzheimer's disease is stitf not established jRef /The Lancet Neurology 

2 September 2003, 544 Golumni 2 Second last para}; Inflammation. is One out of 
several factors implicated in Alzheimer's disease. Clinically antMnfiammatory 
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drugs: have : failed to Oliver : be^f^s-: t^!;patients:.' Th^= ^^heffic; drugs- ar<b $h ■ 
front-lirie-.of the druglWrapy bfLAlzfife^ 

claim of Majeed et a\ for Alzheim^'b clfeease : ofl : ^th^,bai$i"5 of friUpOxidam and 
antiproliferative is not appropriate. The; animal moid a Ijsi f c«:;- a h ti - dame nt fa activity 
are Available based 6b cholinergic deficiency {r&^i&P ;btockade or lesion. : in 
cholinergic neuronal' pathway) arid; the drugs, Q\jrjk^^]^e^ in Alzheimer's 
disease were developed from these. itidcjtel. : Brt0ni,:jp£fta^ &-Mc<3augjh, 
JJ, (i997)/Drug effects on learning arid memofy Vcjgel GH and WH (ebs;). 
Drug Discovery and Evaluation " Phafrnacolojgifet >^ Springer; Verlag 
Press, New York, pp • 335-336. 2: D&s; A..Shar^$r, ^^feth, Cl.Pai, R., Singh 
S, & Singh, KK. A comparative study of stariida^ 
riienniera and Ginkgo blloba in Anticholinesterase -and Congntive:. Enhancing 
Activities. Pharmacol/Bicohem/feehav. 2002 (73J r 893 : 9^ 

In our study, we used the anti-chbjinergfc model to denitiftstrate the 'potential !of 
our .product for anti-dementia . disorders . (Alzheimer's- idisease is . a . major., 
dementia disorder), thus, it iis evident that our elairttlis bas.ed ; bh djretH 
experimental observation while : IVf4j6ed:et al M f s ciaiitf 
through those activities, which have notbeen accepted ds:establtshed factors ! in 
Alzheimer's disease (Ref Lancet. Gpodman & Gaiaman/;;)L <t is. amazing that a 
claim has been accepted for Ateheimerfs disease forwftkih no/experiment -was 
conducted though the animal models .for anti-dementia activity fs available; The 
award of claims based dn clmicaliy : uniestablished facts; fpr the treatment qf a 
disorder is improper precedence. : ; i v 



Infact the examiner should appreciate .that the citations i tjelgngrng to as old : as 
1972 have been cited, which initially to'^ritif led the fuhctidh^;pf guggul: gum, infact 
the inventors will wish to hlghlight.tbat ;the ferulic : ^cid|^|ch has. b^en claimed in 
the prior art has been wblL documented and iso{ated;:barj]'er : in ,1:983 [Sukh Dev : 
(1983). Chemistry of Resinous- exudates' of- some indiah: Treeis. Pore;. Indran 
Natn. Scie. Acad. 49(3), $59-385)]' and: thus is a not a no^ef; molecule as claimed 
in prior art of Majeedef ai 
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We • recoghfee. that the Examine* ob]§cNpn; ia an objecti^'p^ ' : 

we- nave, addressed this: objection '-of -^IjvipMsnesS' a^wia^ii/ earlier. <• Ye^.vv^ : : :■ 
would, respectfully submit that ttWret fsrnp Jnspiratibn- ^ filuei. frqcrt thie^acli ; ; • 
documents, fo seek support for other^cfuhrierits . or .other- areas oif Knowfedge. 
Each document is stand-alone an&'.itme is no' iloicaf; link between-one * •. 
document to another document. In siort; tooth fali in Id^rernidif^ttons aftd the 
present invention provides yet anQthjer direction, whi^ 
citations. Whereas, the instant :irtyer|tion is made with; a progressive approach: 
and not with hindsight. 

The Exarniner must appreciate .'that:'!fti«! dted arts- are pf/;years i;972 onwards; 
We have! jpiut several years of resedleH to come- pi^;WUh ;the invention. of the 
instant applicetion. Had It been bbyiq^-for s person -gifted in: the art, ittien,, 
would n6t the much-awaited instant Work come out fphg^back? The.atea 6f 
invention \i a very 'hot! area of rbseaidk; This is so- beifcatisf man^people. puffer 
from cognitive dysfunctions 

Had it.beeri.obvious, th;e : invention wptiid have taken* placf ifomedfetely after the 
cited arts; There are several research; groups in various, p^tris of the world that 
are active in this area of research. Hted it beeh so obvious, i they Wbuld not have 
waited for 112-13 years! :The Invent©^; h^ve. conducted mMftipte experiments of 
varying nature,. It is only after sev^;ye$fs of hard work involving much human . 
involvement and inventive skills 5 that the inventors have befeiiv able to achieve- ttie: ' 
desired results. . 

I hereby declare that all statements rhade herein of myWi^ true. 
and that ali statements made on information and! belief :-£re; believed, td bfe- true; 
and further that these statements 'ar£ -made with knoWfedge that: vvittful: false 
statements may jeopardize thef validity of Mhis Appli^fen for Patent or any 
patent issuing thereon. 

Dated; May 10, 2004 : \. Rarrt fttatap 

Place: LtJcknow (India) 



